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QUALITY.ASSUR‘ANCE REPORT‘

. This study type is classed as short-term. The standard test- method for thls study type (“General’fff‘

i : "Study Plan in OECD termmology) was reviewed for comphance once only on. mmal productlon
| v.:}_Inspecnon of the routine and repetitive procedures that constitute the study is carried out as a

o contmuous process de51gned to encompass the ma3 or phases at or about the tlme thls study was i

. This report has been audlted by Safepharm Quahty Assurance Unit, and 4 is. con31dered to be an =
""" accurate account of the data generated and of the procedures followed. IR

“In each case, the outcome of QA evaluation is reported to the. Study Dlrector and Management on

o | the day of evaluatlon Audits of study documentation, and process mspectlons appropnate to the |
- "jtype and schedule of thlS study were as follows . ' o T -
- 28 March 2002 - o Standard Test Methed. Comphance Aud1t |
06 August 2002 - : Test Matenal Preparatlon :
20 Angus.t 2002 . Animal Preparatlon o
27 August2002 . Dosing - S
08 August 2002 A‘ssessment-of Response
§ 05. September 2002 . ~  Draft Report Audit
§ Date of QA Slgnature . Final Report Audit

s Evaluanon spec1ﬁc to this study

* "7 For Safepharm Quality Assurance Unit* o
-~ *Authorised QA Stgnatures:
" Head of Department: JR Pateman CBiol MIBiol DipRQA FRQA .
- Deputy Head: of Department: JM Crowther MIScT MRQA

-Senior Audit Staff: J'V Johnson BSc MRQA G Wren ONC MRQA R Hurst MRQA
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GLP COMPLIANCE STATEMENT

S ‘, .The: Work descnbed was: performed in comphance W11:h UK GLP standards (Schedule I, Good:.’,:\_ .' |
e Laboratory Practice Regulations 1999 (S11999/3106)): These: ‘Regulations are in accordance with

L GLP standards ‘published -as OECD Principles on. Good Laboratory Practlce (rewsed 1997
'»-}J‘ENV/I\/IC/CHEM(98)17) and are 1n accordance Wlth and unplement the requlrements of
F:_:D]IECTJVGS 87/1 8/EEC (as amended by Directive: 1999/1 1/EC) and 88/320/EEC (as amended by
f_nuecuve 1999/12/EC) '

‘ These mterna‘aonal standards are acceptable to ‘the Regulatory agencxes of the followmg_,
-'countnes Austraha, Austma, Belgmm, Canada, the. Czech Repubhc Denmark, leand France, - -
-~ Germany, Greece, Hungary, Iceland, Ireland, Israel, Italy, Japan, - Repubhc of Kotea,
L '."Luxembourg, Mexrco The Netherlands, New Zealand Norway, Poland, Portugal Slovema,
i'.':Spam Sweden Swn:zerland Turkey, the Umted ngdom and. the Umted States of Amenca

“This report.’ﬁrlly a’._ndfacc’urat’ely reflects the' procedures used a‘nd data generated_i‘ N '_ u

R Dnscolll BTech (HOHS)
" Study Director
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(CT-720—02)

T SKIN SENSITISATION IN THE GUINEA PIG -
> ‘ MAGNUSSON AND KLIGMAN MAXIMISATION METHOD

j SUMMARY

; .The study was perfonned to ‘assess the contact sensmsatmn poten )
---matenal in the albmo gumea pig. The method was: desrgned to meet the requrreme‘
L followmg S : '

R OECD Gurdelmes for the Testmg of Chemlcals No. 406 “Skin Sensrtrsatron” (adop 5
17Ju1y 1992) R

- CqmmisSiOn Direeﬁ%re 967§<£/EC Method B6 Acute T@ﬁ&ﬂS@-'Seﬁs'iﬁ'satioﬁ)'i7 )

R Méthod. Wenty test and ten control ammals were used for the study TWO phases We : o
o in the mam study, an induction of a- response by mtradermal mJ jection. and toprcal apphcatron and ‘_

S toplcal challenge of that response

‘Based on the results of s1ghtmg tests, the concentrat1ons of test matenal for the mductron andl % |
e o challenge phases were: selected as:. L L

-~

- v‘. lntradermal lnductlon C: lO.l-% v/v in arachis oil BP

o Toplcal Inductron o undiluted as supplied
, E Top1cal Challenge : undiluted as s.uppl_i'e'd.andf75% v/vin arachis' oil BP

) Concluswn. Under the condltlons of the test, the_test matenal produced a 75% (15/20)'
- sensmsatlon rate and was classrﬁed asa strong sensitiser to gumea pig skin.

s The test matenal was. classrﬁed asa sensrtrser according to EU labelling regulatlons Commission-
L D1rect1ve 93/21/EEC The symbol “Xi”, indication of danger n‘ntant’ and the risk phrase«’
oo R 43 “May Cause Sensmsauon by Skin Contact” are therefore requrred =

2
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(CT-720-02):
- SKIN SENSITISATION IN THE GUINEA. PIG -
MAGNUSSON AND KLIGMAN MAXIMISATION METHOD

INTRODUCTION

: The study Was performed to assess the contact sensmsanon potentlal of the test maten' _ m the:_' R
N albmo gumea plg The method Was des1gned to meet the requlrements of the followmg | L

' S : : i!" OECD Gmdehnes for the Testmg of Chemlcals No. 406 “Skm Sensmsatron” (adopted'
" | 7 July 1992) » -

.. Comn:nssmn Dlrectlve 96/54/EC Method B6 Acute Tox1c1ty (Skm Sensmsatlon)

bm_ gmnea p1g ‘has been shown to be a su1table spec1es for thrs type of study and 1s»
. _"recommended in the test method The strain used i in these laboratones has been shown to produce o
_satlsfactory sensitisation responses ‘using known’ posmve ‘sensitisers. (see Appendlx 8) The:
- "results of the study. are believed to be of value in predlc’ung the hkely contact sensmsatlon
- :potenUal of the test material to man.

~

jrﬁe 's_t}ldy-.v‘v;aé-.perfonned‘betwéeﬁf 18 July 2002 and 24 August 2002.

2. . TEST MATERIAL
, e 21 "Desexiption, Identification and StoragexCond‘itions
| . . Sponsorsidentification : (CT-720-02)
i Lo Descr'i'ption | . amber coloured extrernely viscous hquld
|77 Batchnumber - ©-:  DP-26675 T
- “‘Datereceived - | © 24'May 2002
- o .' stcragé: condiﬁons - v Toom temperature in the dark

o “Data relatmg to the 1dent1ty, punty and - stablhty of the test matenal are the responsrblhty of the ’
o -Sponsor -
- 22 Preparation of Test:Material

| For th_e; purpose of this study the test material was used undiluted and freshiy" prepared in
arachis oil BP. The concentrations used are stated in the procedure section.

“



'SPL PROJECT NUMBER: 971/180. . eage7.

The absorption of the test materialwas not. determined. S o

-__'Determmatlon by analy51s of the concentrauon, homogenerty and stablhty of the test matenal:;
| fﬂpreparatmns was not .appropriate because it was: not spec1ﬁed Jn the Study Plan and 1s not a-_f,_ ,
. "._rechurement ofthe Test Gmdehne ' IR R SO e

o 'METHODS; -

s A'nimals ana-Animal.uusbanaﬁ%a .

_ : Tthty-elght male albino Dunkin Hartley gumea plgs were supphed by Dav1d Hall anted :
Burton-on—Trent Staffordshlre UK. After an acchmansatron period. of at least ﬁve days each=
, animal was selected at random and. glven a number umque w1th1n the: study whlch Was wntten on{”f
. a small area of Cllpped rump usmg a black mdehble marker-pen At the start__ of the._m in ‘study

:The animals were housed: smgly or m palrs in sohd-ﬂoor polypropylene cages ﬁarmshe w1th
= ‘woodflakes. Free access to mains tap water and food (Certlﬁed Gumea P1g D1et (Code 5026)_5 o
R supphed by IPS Product Supphes« Lumted Wellmgborough, Northants, UK) was allowed'l_ _
L o _ "throughout the study The diet,. drmklng water and beddmg were: routmely analysed and ‘were'
D "consldered not to contain any contaminant that could reasonably be expected to af_fect the’ purpose
Cor mtegnty of the study '

o ) " The temperature and relat1ve ‘humidity were set to .achieve. 11m1ts of 17 to 23°C and 30 to 70%

-respecuvely Any occasional deviations from these targets were cons1dered not to have affected
_ _ﬂ":hvthe purpose or integrity of the study. The rate of air. exchanoe Was at least ﬁfteen changes per
"jhour and the hghtmg was controlled by a tlme switch to glve twelve hours contxnuous hght (06:00
to 18: OO) and twelve hours darlmess ‘ :

v _ The ammals were provided with envuonmental ennchment 1tems whlch were cons1dered not to '
‘ o - v' o ”'contam any contaminant of a Tevel that nught have affected the purpose or mtegnty of the study
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N 32 Procedure

o The r method used. for assessmg the sensmsmg properties of the test matenal -was based oI the B
" Guinea Pig Maxrmlsatzon Test of Magnusson B& thman AM,J. Invest Dermatol (1969) 52:00
: 268 -276.

21 Selectmn of Concentratmns for Mam Study (Slghtmg Tests)

" “The concentrauons of test matenal to be used at each stage of the main study were determmed by"5 |
o matenal The procedures were as follows:

| 3.2.1.1 Sele‘ction-'of C’oncentration fof:Ihtrad'emidIIh’ductioh,

TR o :fi-mjectmn accordmg to the scale shown in Appendlx 7. The degree of oedema ‘was. not- evaluated.

T L B ‘" Any evidence of systemic toxicity was also recorded. The thhest concentratlon that caused only'

R mild to. moderate skin lmtatlon and Whlch ‘was: well tolerated systemically, Was selected for the.
| ""—"-_:mtradermal induction stage of the main study The results are g1ven in Appendlx 1. o

' ; 3.2.1.2  Selection of Con_certtration Jor Topical Inductiori

L _' | '_ . Two guinea pigs (1ntradermally injected with Freund's Complete Adjuvant nine days earher) were

S L approximately 1, 24 and 48 hotrs after dressing removal The highest concentration producmg
i Zonly mild to moderate dermal irritation was selected for the top1cal induction stage -of the main
..study. The results are glven in Appendlx 2;

3.2 I 3 Selectwn of Concentratwn Jor Topzcal Challenge

o 51ght1ng tests' in which groups of guinea prgs were treated with various concentraﬁons of test -

.‘»'Intradermal Injections (0 I ml/mjectlon s1te) were . made- on the chpped shoulder of. four gumea_. |
;_.plgs usmg concentratlons of 0:1%, 0. 5%, 1% and: 5% V/V in arachls 011 BP The degree of
“erythema at the’ mjectmn sites was assessed approxnnately 24 48, 72 hours and 7 days after

treated- with the undiluted. test- ‘material and three preparauons of the test matenal (75%, 50% and b
- 25%. v/v in arachis 011 BP). Apphcatlons ‘were made to the chpped flanks under occlusive: - :
Adressmgs for an exposure period of 48 hours. The' degree of erythema and oedema was evaluated = .

.: "The undiluted test material and three preparatlons of the test material (75%, 50% and 25% v/v i n

‘arachis oil BP) were applied to the clipped flanks of two guinea pigs under occluswe dressmgs for
- an exposure period of 24 hoursﬁ These guinea pigs did not form part of the main study but had:
" been treated.ideutically to the control animals of the main study, up to Day 14. The degree of
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_' -erythema and. oedema was evaluated apprommately 1, 24 and 48 hours after dressing removal: ; |
: The highest non-irritant concentrauon of the test material and ‘one lower ‘concentration. were:
L  selected for the' toprcal challenge stage of the mam study The results are grven in Appendrx 3. -

" '3.2.2.1’ - Induction

:‘:Inductmn of the Test Ammals Shortly before treatment on. Day 0 the halr was removed from.-

“an area. approxunately 40 mm x 60 mm- on the shoulder regron of each animal wrth vetennary' .
Lo chppers A row of three injections (0. 1 ml each) was. made on each srde of the mid-line. intoa ,
20 mm x40 mm-area. The_ injections were:

S 322 Mam Study

A gl'Oup of thlrty gumea plgs was used for the mam study, twenty test and ten control. - ’Ihe
b jbodywerght of each animal was recorded at the start and end of the’ study and are presented i
5 ""';._J_'»‘Appendlx 6 ' ' '

Two phases were mvolved in the main study, (a) an mducnon of a response and (b)-a chailenge of

that response ’

a)  Freund's C_ompl_ete Adjuriapt plus d1strlled water m the ratio ll

-

| b)  20.1% v/v formulation of the test mate_rial in arachis-oil BP-

0 a 0.1% v/v formulation of the test matenal in.a 1:1 preparation of Freund's Complete'

AdJuvant plus distilled water

- Approxnnately 24 and 48 hours after 1ntradermal IHJGCUOH the degree of erythema at the test.
* material injection sites (1e injection 51te b) was evaluated accordmg to the scale shown. in

o Appendlx 7

| ‘On Day 7 the same area on- the shoulder reglon used previously for mtradermal injections was
S chpped agam and’ treated w1th a topical appllcauon of the undiluted test material. A filter paper_ '
A patch (WHATMAN No. 4: approximate 51ze 40 mm x 20 mm) loaded with the undiluted test; S
. material was applied to the prepared skin and. held in place with a strip of surgical adhesive tape' o

covered with an overlapping length of aluminium foil. - The patch and foil were further secured

.. with a strip of elastic adhesive bandage wound in a double layer around the torso of each animal.

This occlusrve dressing. was kept n place for 48 hours

o
“
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.. The degree of erythema and oedema was quantlﬁed one and twenty—four hours followmg removal
- of the patches using the scale shown in Appendlx 7. ' ‘

v Any othei' reactions were also recorded..

Inductmn of. the Control Animals: The mtradermal mducuon was performed usmg an 1dent10al o

"mtradermal mjectlons anec’uon b) was therefore the Vehlcle alone mjectlon c) was "
- formulation of the vehicle in a 1:1 preparation of Freund’s Complete Adjuvant plus dlsnlled

7 wwater, Similarly, the topical induction procedure was 1dentlcal to that used for the test ammals e

- except that the test material was omitted.

L= 3222 . Challenge

'l'{Shortly before treatment on Day 21, an area of approxnnatel ':50 mm x 70 mm on both ﬂanks of -
v:;_‘each animal, was clipped ﬁ"ee of ha1r W1th Vetermary chppers LT : o

A square filter paper patch (WHATMAN No. 4: approxnnate szze 20 mm x 20 mm) loaded with
the undiluted test material was applied to the shorn right flank of each ammal and was held in
1 ‘place with a strip of surgical adheswe tape. To ensure that the max1mum non-irritant
L ._.‘-‘Yconcentranon was used at challenge the test matenal at a. concentra’uon of 75% viv i -
. -~ arachis oil BP was sumlarly applied 'to a skin site on the left shom ﬂank The patches ‘were. .
o :v"oceluded with an overlapping- length of alum1mum foil and secured with a strip-of elastic adhesive o
‘bandage wound in a d_ouble layer around the torso of each a_mmal. -

After 24 hours the dressmg was carefully removed and d1scarded The challenge sxtes Werej
- vswabbed W1th cotton wool soaked in d1ethyl ether to remove re31dual matenal The posmon of the .
e .b treatment srces was identified by usmg a black mdehble marker—pen

« Prior to the 24-hour observation the flanks were chpped usmg Vetennary chppers to remove '

" "f:"' regrown hair.

o -Approxunately 24 and 48 hours after challenge dressing removal the degree of erythema and
 oedema was quanmﬁed using the scale shown in Appendlx 7.

o Any other reactions were also recorded.

-
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o 33 Interpretation of Results

T Skin reacnons noted at the challenge 31tes of the test group animals wﬂl be atmbuted to ski
R sensmsatlon, providing that reactions of equal seventy are not seen at-the conespondmg challenge? o
o f-,sxtes of the control group ammals ' : : -

::-_ If skm reactions are seen at the challenge: sites of the control group ammals these Wﬂl be due to-;f-‘-:-_ .
o skin- 1mtat10n, and therefore only skin reactions of greater severity in the test group ammals will -
" be attributed to skin sensmsatlon : RS

Barely perceptible erytheme (grade -ﬂ:) is often a non-specific response to the- dosihg pi'oce'dure;*
~-and is not considered to be a s1gn1ﬁcant or conclusive indication of delayed contact
| _hypersens1t1v1ty Furthermore transient challenge reacuons (those which do not pers1st for at-

. least 48 hours) will not be attributed to contact sens1t1sat10n '

_ ':The sensmsatlon potenual of the test matenal Wﬂl be classﬁied as. foIlows

Percentage of sens1txsed ammals B Cl-ass1ﬁca_tmn:-
0 : ' non-sensitiser
>0—-8 o weak sensitiser “
>8 - 28 L mild sensitiser -
?28 —~ 64 - * moderate sensitiser
>64 — 80 o - strong sensitiser
>80 — 100 _ extreme sensitiser-
4 ARCHIVES

:'Unless mstructed otherwise by the Sponsor all original data and the ﬁnal report will be retained
in the Safepharm archives for five years, after Whlch mstrucuons will be" sought as to further

5 ‘retention or disposal.
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-5 RESULTS

. Indrvrdual skm reactions at the mtradermal mductlon srtes of the test and control group ammals o
B are presented in Appendlx 4 - Lo : _ _

L -Drscrete or patchy to moderate and conﬂuent erythema Was noted at the mtradermal mductmn t

0 sites of test group ammals

* Discrete or _patehy' erythenla was noted at the intradermal induction sites of control group animals.

o 5.2¢ » Skm Reactxons Observed After Toplcal Inductlon '

»Ind1V1dual skm reactrons at the toploal mduct:ton srtes of the test and control group ammals are: :
f-presented mAppend1x 5. ' s e s MR

.’ '.Moderate and conﬂuent erythema and Very shght oedema Were noted at the toplcal mduct;ton sites
~of test group animals. A hardened light brown coloured scab was. noted at the. toplcal mductlon

L s1tes of two test group ammals R
: No 31gns of erythema or oedema Were noted at the toprcal mducuon sites of control group -

ammals (

o .._-:____Bleedmg from the mtradermal mjec‘non 51tes was noted in elght test group ammals and two.

. i'-lcontrol group animals.

_‘ | 5.3 : : .'Skijn' Reactions :Obserued Af_ter poicéil_(fhdllenge

Ind1v1dual skm reactxons at the challenge 51tes of the test and control group ammals are. grven in
Table L. ' ' ' '

; 'j Undlluted as Supplied

, " Positive skm responses were noted at the toplcal challenge sites. of ten test group- animals.
~ Discrete or patchy to moderate and confluent erythema was noted at the topical challenge sites of
: ten test group animals at the 24 and 48—hour observations.. Very shght oedema was also noted at

the toplcal challenge sites of two test group ammals Desqua_matron. was noted at the topical

-
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7 challenge sites of seven-test group ammals at the 48~hour observatton The reactton extende
% beyond the topical challenge sites of two test group animals at the 24-hour observation and.;.
I . beyond the topical challenge site of one test group ammal at the 48-hour observation: '

) ‘ B Trans1ent challenge reacnons (dlscrete or: patchy erythema) were noted. at. the toplcal challenge
 sites of six test group annnals at the 24-hour. observanon These reactions were not. apparent at:
" the 48-hour observation and were therefore not attnbuted to contact sensmsanon ' :

| _"No skin reactions were noted at the challenge sites of the control group ammals at the 24 or

. 48—hour observations.
7% viv in Arachis Ol BP

S Posmve sktn responses were noted at the toplcal challenge sites of fifteen test group ammals
Discrete or’ ‘patchy to moderate and confluent erythema was noted’ at the toplcal challenge sites of
3 _:.-:ﬁﬁeen test group -animals at the 24-hour observation and in fourteen test group. animals at the 48-
R S :i'hour observation. “Very shght oedema was also noted at the. toplcal challenge sites of three test
S B group animals. Severe desquamation, which prevented evaluation of erythema, was noted at the
i ,. 'toplcal challenge. srte of one test group animal at the 48-hour observatlon this reaction ‘was.
,attnbuted to contact sensmsatlon ‘ ‘

.

izTranSIent challenge reactions (dlscrete or patchy erythema) were noted at the toplcal challenge
sites of three test group animals at the 24-hour observation. These reactions were not apparent at
- the 48-hout observation and were therefore not atiributed to contact sensitisation.

o Desquamatlon was.noted at the top1cal challenge sites of fourteen test group animals at the 48-
- hour observation. Reactions extended beyond the challenge sites of two test group animals at the

e S 24-hour observation.

' _ANo skin reactions were noted at the challenge sites of the control group animals at the 24 or

- 48-hour observations.
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6. CONCLUSION

E The~ test matenal produced a. 75% (15/20) sensmsauon rate and Was claSSLﬁed as a.'»'_':f:,
: '-STRONG SEN SITISER tor gmnea pig skm under the condmons of the test. ' o

o ) :The test matenal produced a sensmsauon rate of more than 30% and Was class1ﬁed asa sensmserf i
'-accordmg to EU labelling regulatlons Comm1551on Duecnve 93/21/EEC “The symbol “Xi7, the}_- o
7 indication of danger 1rr1tant’ and nsk phrase R 43 “May Cause Sensmsa‘aon by Skln Contact” are:

i __'v:,__’t{“.therefore reqmred
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(CT-720-02) SKIN SENSITISATION IN THE GUINEA PIG - R
MAGNUSSON AND KLIGMAN MAXINIISATION METHOD K

- --'_;_Ap'p_endix7 .. Scales For"-E\"alu'a_tioﬁ-iofTSkiﬁ}_Reaeﬁoﬁs:.

EVALUATION OF ERYTHEMA #
No erythema

i Barely perceptlble erythema .

Dlscrete or patchy erythema

Moderate and:conﬂuent»erythenda o T 2

”'Intense'ef.ythem_a_'-ands'welling L o ' . ' o P

L _EVALUATION OF OEDEMA T

_ "_- No oedema

Very shght oedema (barely: percepuble)

- Slight oedema (edges of area weIl-deﬁned by deﬁmte ralsmg) o 5 - 2
Moderate oedema (ralsed approxnnately 1 mllhmetre) : ﬁ_ s 3

R Severe oedema (ralsed more than. 1 mﬂhmetre extendm§% beYOnd.'
o the area of exposure) ' : .

' #From‘ Modxﬁed OECD Test Guideline 406, . 1992 and Method B6 Skm Sensmsatmn of Comm1351on Dlrectxve :
: 96/54/EC .

+ From: Draize, J' H: 1977 "Dermai and Eye Tox1c1ty Tests" In Prmcxples and- Procedures for Evaluatmg the
Tox1c1ty of Household Substances, National Academy of Scxences, Washmgton DC p31 ‘

o]
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'SPL PROJECTNUMBER: 971/180 - 7 paGEas

~ Appendix9 _ Statement ofCLP-'Complthé‘-ﬁlz.vAcéo'x{d:;ﬁ;c'_é}Witﬁ::.Direcﬁi,e? S80EEC

- “SaféPharm Laboratories Lid
, Shardlowkmmml’u'k
: v_LomdoxiRnad

" DATEOF msm-:m‘xon L
'npebm.ryzooo :

) A general mspecnon for comphznce with the Prmcxp}es of Good Laboramry Pramcc
was carned out at the above labotatory as part. of UK GLP Complxance Programmc.

At ‘e mnc of the: mspecuon no devzanons were found of sufﬁqn_ent magmmdc © affcct
the: vahd' ity of non—cl:mcal smdles pcrformad at th:sc facilities. '

 Head; mc GLP Mommﬁng Auitosicy

L




. SAFEPHARM LABORATORIES LTD .

(CT-720-02)

_SKIN SENSITISATION IN THE GUINEA PIG
_ GNUSSON AND KLIGMAN MAXIMISATION METHO

sPL PROJECT"NME_R: 971/180

_ :'A;I venfy that th15 isan- exact copy of the ongmal report Wthh is. located m the AIChlVCS of
L "‘Safepharm Laboratones Lid., Derby, UK.

tudyDu-ector R
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(CT-721-02):~“}' e

SKINSENSITISATIONINTHEGUH\IEAPIG- IR
- MAGNUSSONAN])KLIGMAN ST
MAXIMISATION METHOD

AUTHOR: " RD

AT STUDYSPONSOR T _TESTFACIL; T

- Cy’cec Indusmes Inc T _ Safepharm Laborato
"~ Five Garret Mountain Plaza o P.0O. Box No: 45

" -West Paterson” S : DERBY - °
~NewJersey 07424. =~ . - DE12BT
,Umted States of Amenca S : 'UK.

Telephone{f ©

S Facsimile: (01
 9T1.177.doclIS: PR i




__SPL PROJECT NUMBER: 971177 - "

06 AugustZ002
20, Augustzoozf_,_g: "
27 August2002
© 08 August2002. '.
§ 05 September.’i_OZ
§ Date of QA Slgnatxxre" :

QUALITY ASSURANCE REPORT

’:'-:iln_ each’ case the outcome of QA evaluatlon is reported to the Study Dlrector and Management or g “
.-jthe day of _evaluatlon Audlts of study documentanon and process mspectlons appropnate to the_f

L Test Matenal Preparatlon
T Ammal Preparanon
Dosmg ’ '

S _Assessment of Response
o ,"Draft Report Aucht
’ .Fmal Report Audrz

§ Evaluatmn spec1ﬁc to th1$ study

j'",.:For Safepharm Qua.hty Assurance Umt* '

Authonsed QA Slgnatures.
Head of Department

" Deputy Head of Department :
-‘Semor Audﬂ: Staff

JK‘Pateman CBiol MIB101 DlpRQA FRQA
M. Crowther MIScT MRQA - -

JV Johnson: BSc: MRQA G Wren ONC MZRQA R Hurst MRQA



_ ,".T_hese mtematlonal standards are. acceptable to: the Regulatory agenc1es of the follovwng;
" '_',;_.counmes Austraha, Austna, Belgium, Canada, the Czech Republic, Denmark, leand, France,
.\?_Germany, Greece Hungary, Iceland Ireland Israel Italy, .Fapan, Repubhc of Kore'
:Luxembourg, Mexmo The Netherlands New Zealand Norway, Poland "Portugal -.S vem

SPL PROJECT NUMBER: 971/177

GLP COl\'ﬂ’LIAN CE STATEMENT




e 2. 1 Descnptlon, Ide
22 Preparanon of Te__,
. “mmous o
31 Ammals and Ammal Husbandry
- 32 Procedure L R
o 3. 3 Interpretatlon of Results e

Appendix 8 S tive Control
T '_':vMammsanonStudy S R e
Appendix 9 Statement of GLP Comphance 1n_ Accordance A
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N OECD Guldehnes for the Testmg of Chemlcals No 406 “Skm Sensa isation’
17 July 1992) ’

8 _'“_“f_lntradermal Inducnon o G 'O:I% viv in arachis oil B

o ) - "’I‘oplcaI Inducnon IR undlluted as supphed |
" Topica han;ngef; o

) undlluted as supphed and 75% v/v in: a:achls 011 BP';-'_‘ e




. SPL PROJECT NUMBER: 971/177

OECD' Gmdehnes for the Testmg of Chemlcals No.’ 406 “Skm Sensmsatlon” (adopted'-i‘
17Ju1y 1992) B S _ RIS

: Conmnssmn Dzrectxve 96/54/EC Method B6 Acute Tox101ty (Skm Sensmsatmn)

(CT-721 02) v
light amber coloured extremely viscous hqmd
DP-26676 -

24 May 2002
'room temperarure in the dark

.ep'afaﬁbriof Test Matefial .

"For the purpose of this studse the test matenal was- used undﬂuted and freshly prepared m'
-arachls 011 BP The concentrauons used are. stated m: the procedure sectmn. '




¥ The-‘taﬁgefptieii 'of the._test.mefen

,Determmatxon by ana1y31s of the cone
' 'preparauons Was not appropnate because
) ;requ:rement of the Test Gmdelme '

1  Animal dAn

conmdered not to contam any contammant that could reasonably be expected 10, affect the pmpos
j'_;or mtegnty of the study ' SRR o

“-heur and the hghtmg was controﬂed by a tlme sw1tch to :g1ve twelve hours ontmuous
,"_to 18 00) and twelve hours darkness‘ ‘ Sl

B The ammals were prov1ded Wlﬂl env:ronmental ennchment 1tems Whlch were cons: éred:
e :_:‘contam any contammant ofa Ievel that rmght have affected the purpose or mtegnty_ f the study

.




" SPL PROJECTNUMBER: 971177 .

"3.2‘." S ."Prticedure ) o

iThe method used for assesSmg the sensmsmg propertles of the test matenal Was_base on;
:‘Gmﬁeaz Pi’g'-Ma;d_mi"satiou .T'est of‘Mé’ghussou‘. B & thman A M‘ T _Iﬁyest. : De‘@atc_sl.

-]

321 SeIectmn .> f Concentratmns for Mam Study (Slghtmg : ests)

s1ght1ng tests m Wh1ch groups of gumea plgs ‘were- treated w1th Vanous concentmnons
,. '. matenal The procedures ‘Were.as follows '

S 3f2;1-1", ‘-',.Seleétz‘é'? -fofcoﬁeen&aﬁ@ﬁ fdr-‘Intrddermdl‘lhductiun o

tio 3 __.v_gé Of the mam study The results are g1ven m Appendlx 1. %

-

"”’3 2. J 2 Selectzon of Concentmtwn for T opzcal Inductwn ’

',Two gumea p1gs (mtradermally mjected with Freund's Complete Adjuvant nme days earller) wex:e
: ;'Etreated w1th the undﬂuted test matenal and three preparauons of the test: matenal (75%,_
j25% v/v in. araclus 01l BP) Apphcailons were made to- the chpped' 'ﬂank und
Adressmgs for an. exposure penod of. 48 Hours. The degree of erythema d oeden
vapproxnnately 1, 24 and 48 hours after dressmg removal The h1ghest concentratm prod

zonly rmld to moderate dermal untauon Was selected for the topical mductmn: tage of the
study The results are, gl ‘;en in Appendlx 2

3 2.1 3 Selectwn of Concentratzon for Topzcal Challenge

= The undﬂuted test matenal and three preparatlons of the test matenal (75%, O% and
T ;. araclns 011 BP) were apphed to the: chpped ﬂanks of two guinea pigs. under ocolusxve dressm -fo SO
o ,:::_an exposure penod of 24 hours ‘These guinea pigs did not form part of the mam study but hadf.‘;.'f _

- :"'-"been treated 1dent1cally to the control ammals of the main study, up to’ Day 14 ’Ihe degree of L




. SPLPROJECT NUMBER: 9714177

FreundsCompleteAdJuvantﬁlusdlstluedwater inthe fatio 1:1°

-

20.1% viv foim_ula't_ion’ ofthe._test::magerial" in ai.-’ac,his} oil BP

-a 0. 1% viv formulatlon of the test matenal in. a 1 1 preparatlon of Freund's Complete_, o
_Adjuvant plus dlstllled Water ) : T , ‘

Appendlx 7
On Day 7 the same area -ou‘the shoulder reglou used pl'evxously fo_r. mtradennal mjectlons WaSi'.»_*“ :
patch (WHATMAN No. 4: approximate size 40 mm x 20 mm), loade with. the undiluted test
f:iv'covered W1th an overlappmg length of alum1mum foﬂ .'.I'he patch and fo11 were further secured.

B : - -:'VVlth a stnp of elastic adhesive bandage wound m a double layer around the torso of each ammal
MR v fTh15 occluswe dressmg Was kept m place for 48 hours ' S

)

Approxunately 24 aud 48 hours after mtradermal mjecnon the degree of erythema at the test‘-_"_::.f"“
‘material injection sztes (1e mjectlon s1te b) Was evaluated accordmg to the scale shown i : '

chpped agam and treated Wxth a top1cal app]icauon of the undﬂuted}" st matenal A ﬁlter paper‘_“‘-: .




: ‘.'syL.PRo'.in'CTNumnk:‘.mi/m"_ IR L pAGE10T

. The degree of erythema and. oedema was quantrﬁed one and twenty-four hours followmg removal ]
-of the patches using the scale shown i Appendlx 7 : S ‘

~-

}Any other*:reaCtions,were ’als'o.'-recOIde’d'.i o

'Inductmn of the Control Ammals. The mtradermal ductionw;
_fprocedure to that used for the test a.mmals eXCept,tha the tes
fmtradermal m)ecuons InJecnon b) Was therefore th
foulanon of the vehrcle in a l 1 preparatlon"io‘ Freund’ ‘
,water Snmlarly, the toplcal induction procedure Was 1dentrcal to that used.for th est. an
Ll v"except that the test matenal was omitted, . "

3.2.2;2 | 'chélzéﬁge,.

Shortl' before treatment on Day 21 a.n are of

lace. Wlth a stnp of surgrcal adheswe tape To ens‘,'
'oncenn'atlon was used at. challenge the test matenal

.;f.occluded w1th an overlappmg length of alumrmum forl and secured w1th 'a smn of elasuc adheswe |
:-_bandage Wound ina double layer around the torso of each ammal :

: After 24 hours the dressmg was carefully removed and dlscarded The challenge s1tes were
_swabbed; Wlth cotton wool soaked in dlethyl ether to. rernove resrdual matenal The posmon of* the' '
"-:treatrnent sites was rdennﬁed by using a. black mdehbl’e*marker—pen -

';Pnor to the 24-hour observatlon the ﬂanks were chpped usmg Vetenn'
‘-.regrown han' ' ' ’

;-Approxnnately 24 and 48 hours after challenge dressmg removal the degree of erythema'an _
'oedema was quantrﬁed using the scale shown m Append1x 7 o

. ... -Anyother reactions were also recorded.

o




B éBL.PROii‘Cl:’NUWERQ-9_71/177- o

Interpretatmn of Results ';'

’}_and 1s not cons1dered to be a 51gmﬁcant or concluswe mdlcatlon of delayed conta
ihypersensmwty Furthermore ‘transmnt challenge reactmns (those whlch do not pers:st for ;

_ Percentageofsensmsedammals g Class1ficatx
R 0 . B ': non-sensmser
>0-8 | weak sensmser
- >8-287" PR .;.. ‘ mﬂd sensmser

'>_2.8-"——64'- : - moderate sensmser

>64—-80 o ' strong Sensitiser
>80— 100 - extreme sensitiser




| SPLPROJECT NUMBER: 971177 .

| S.km reacnons at the mtradermal mducnon 51tes of the tes an contro group ammals
-‘are presentedmAppend1x4 - PR R . ot

: _~_-D1screte or patchy to moderate and conﬂuent erythema was noted at the mtrade.‘

'-_‘srtes of: control group ammals

ndﬂutedas S,supplie.d’-?'

g Posmve skm responses Were noted at the toplcal challenge 51tes of fourteen test group ammal'
: 3'_lD1screte or patchy to- moderate and conﬂuent erythema was noted at the toplca.l challenge s1tes of L -
" fourteen test group animals at the 24-hour observation. Discrete or patchY erythema. was noted at-'.- o
4 vthe toplcal challenge sfces of thn'teen test group ammals at the 48-hour observatlon Severe’

.:\'




, 'SPL.PROJECT:NUMBER::97.1217_7" an

_ desquamatlon, which prevented evaluanon of erythema, was noted at the toplcal challenge si
: one test group. ammal at the 48-hour observauon and the reactrons in thls ammal Were attnbute

-No skm reactrons were noted at the challenge sites of the control group annnals at’ the 2
48—hour observatlons

» :‘-75"% vivin Arachis Oil BP :

_osmve skm responses Were note'

;"t'the top1cal chall
. Drscrete or patchy 1o moderate and conﬂuent erythema,
i-.noted 4t the top1ca1 challenge srtes of all test group anin: at*
'ffourteen test group ammals at the 48:hour observation. Severe desquam_, g

i evaluatron of erythema, Was noted at the top1ca1 challenge srtes of six test group ammal at:
f48-hour observatron andthe reactions in these animals Were attmbuted to contact sensm

Desquamatron was noted at the. toplcal challenge sites of nme test group animals at the- 48
observanon

No skm reactions Were noted at. the challenge srtes of the control group ammals at the 24 or. o
48-hour observatrons

coNcLUSION |

g The test matenal produced a “100%. (20/20) sensxtrsatron rate and was'. classrﬁed as an:
' EXTREME SENSITISER to guinea plg skm under the condrtlons of the test

v'f.The test matenal produced a sensitisation rate of more than 30%. and Was classrﬁed as a sensrtlser
'-accordmg to EU labelling regulauons Comrmssron D1rect1ve 93/21/EEC The symbol “Xr” th‘e__

g mdlcanon of danger nntant’ and rrsk phrase R 43 “May Cause Sensmsatlon by Skm Contact”
o therefore requrred :
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. PAGE25 -

. __f;-"theareaofexposure) . S I e T

, .'i#'From Modlﬁed OECD Test Guldehne 406 ‘19
L 96/54/EC

"}"From Dralze TH (1977) "Dermal and Ey Xi ty' -est
Toxxcxty of Household Substances Natlonal Acad’
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é:SENSITISATION N THE GUINE PIt
SSON AN]) KLIGMAN MAXIMISATIO -

that this'is. an exact copy of the ongmal report wh1ch is. located in
:.Laboratones Ltd Derby, UK. - -
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